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IM THE CLAIMS 

Please amend the claims as fullows: 



recurrently amended) OB-fee An on-line detection method comprising the on-line 
coupling ii ^^n An^lvte-containinq e ffluent of a prior fractionation Step to a mass 
spectrometer, which method oompricoo comprises, 

the-ad€MiOR^addina a controlled amount of an affinity molecule to said^effluent 
..^pH.,.q .n.lvt.s.whereinH M^ th^ffinity molecule-aniMP nnpipl^xes form in a liqu.d 
Phase. molGcu l oc b i nd ana l yt oc in tho Hff t H entr 

performing a first separation step using a restricted-access support, whereby the 
a«alyte-affinity molecule^_anaMes complexes-4^^efmeated pprmPntP the f^stricted-access 
support . 

Ml u M^Ld i -i y n ni it -t h i n r l ini T inV"" "^"r Hirpnri^t^l i u diu Wt o aff i n i ty m olPnil F 

,^^p, .i^^in^ H.. .ffinitv moleci .i^-^n.M^ r.omDlex^'^ followed by dissociatinq the affinity 

moiecule-a nal yte complexes, and 

- feHewe^fierforffiina a second separation step in which the dissociated analyte and affinity 
molecules are each.separated. followed by detec«ervdetectina.e^the di^ociat§d.analyte us-ng 
th©-a_mass spectrometer. 

2 (Previously presented) On-line detection method according to claim 1 , in which the 
second separation step is carried out using a restrlcted^access support, in which the affinity 
molecule Is retained, followed by elution of the analyte from the restricted-access support using 
a suitable carrier stream, and directing the eluted stream to the mass spectrometer. 

3 (Previously presented) On-line detection method according to claim 1. in which the 
second separation step is carried out using a hollow fiber support, whereby the analyte is 
permeated and the permeate is directed to the mass spectrometer. 
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4. (Previously presented) On-line detection method according to claim 1. in which the 
dissociation step is a low pH shock, contacting with a high ionic strength solution, contacting 
with an organic solvent and/or contacting with a chaotropic reagent. 

5. (Previously presented) The method according to claim 1. in which the fractionation 
step is a liquid chromatography separation, a capillary electrophoresis step or a combinatorial 
chemistry system, which is optionally followed by a separation step which removes the high 
molecular weight background. 

6. (Previously presented) The method according to claim 5, in which the liquid 
chromatography separation step is a HPLC. a reversed phase HPLC. a CE, a CEC, a lEF or a 
MEKCstep. 

7. (Previously presented) The method according claim 1 . in which the mass 
spectrometer is of the type chosen from the group consisting of electrospray ionization type, 
atmospheric pressure ionization type, quadrupole type, magnetic sector type, time-off flight type, 
MS/MS, MS", FTWIS type, ion trap type and combination thereof. 

8. (Previously presented) The method according to claim 1 , in which the mass 
spectrometer is set to detect ions of a selected single m/z trace, selected multiple m/z traces, in 
scanning mode or any sequential mode. 

9. (Previously presented) The method according to claim 1. wherein the affinity molecule 
is an affinity protein. 

10. (Previously presented) The method according to claim 1, wherein the affinity 
molecule is an orphan receptor. 

1 1 . (Previously presented) A compound detected by the method claim 1 . 

12. (Canceled). 
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